- Amendments to the Claims - 



1 . - 57. (Canceled) 

58. (Currently amended) A method of treatment of a mammal, including a human 
being, to treat an inflammatory disease including treating said mammal with an 
effective amount of a compound of the formula (I) 




or a pharmaceuticallv acceptable salt or solvate thereof, wherein 
R is H, C i-Cfi_ alkyl or fluorenvl, said C i-C R alkvl being optionally substituted by 1 or 2 
substituents each independently selected from phenyl and naphthvl, said phenyl and 
naphthvl being optionally substituted by C r C g alkvl. C r C g alkoxv. halo or cvano: 

(A) R 2 is H or Ci-C fi alkvL R 15 is H or C i-c Talkvl, and Xis either (\) unbranched C r C, 
alkvlene optionally substituted by C i-C* alkvl or C ^-C « cvcloalkvl. or (ii) a group of the 
formula: ^ 

■(CH^W-tCH^ 

where W is C r C z cvcloalkvlene optionally substituted by C i-Cg alkvl, n is 0 or 1 and p 
is 0 or 1 , or 

(B) R 15 is H or Ci-C« alkvl. and R z and X. taken together with the nitrogen atom to 
which thev are attached, represent azetidin-3-vl, pyrrolidin-3-vl. piperidin-3-vL piperidin- 
4-yl, homopiperidin-3-yl or homopiperidin-4-vl, each being optionally substituted by C r 
C fi alkvl, or 

(C) R is H or C i-C fi alkvl, and R 15 and X. taken together with the nitrogen atom to 
which thev are attached, represent azetidin-3-vl, pyrrolidin-3-vl. piperidin-3-vl. piperidin- 
4-vl, homopiperidin-3-vl or homopjperidin-4-vl. each being optionally substituted by C r 
C fi alkvl; 

either, R 3 and R 4 , taken together with the nitrogen atom to which thev are attached, 
represent azetidinvl, pyrrolidine, piperidinvl, piperazinvl, homopiperidinyl or 
homopiperazinvl. each being optionally substituted on a ring nitrogen or carbon atom 
by C r Cg alkvl or C r C » cvcloalkvl and optionally substituted on a ring carbon atom not 
adjacent to a ring nitrogen atom by -NR 6 R 7 . 
or, R 3 is H. C i-C fi alkvl, Cv C ft cvcloalkvl or benzyl and R 4 is 

(a) azetidin-3-vl, pyrrolidin-3-vl. piperidin-3-vl. piperidin-4-yl, homopiperidin-3-vl or 
homopiperidin-4-vl, each being optionally substituted bv C i-C R alkvl. C r C« cvcloalkvl. 
phenyl, benzyl or het or " 

(b) -(C-Cs alkvlene)-R 8 

(c) -(C r CR alkylene)-R li . or 

(d) C r C g alkvl or C r C« cvcloalkvl: 
R^ is CH.OH or CONR^R 14 ; 

R and R are either each independently H or C i-C ft alkvl or. taken together with the 
nitrogen atom to which thev are attached, represent azetidinvl, pyrrolidine or 
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piperidinyl, said azetidinvl, pyrrolidinvl and piperidinvl being optionally substituted by 
%Cg alkyl; 

R is (i) azetidin-1-vl, pyrrolidin-1-yl, piperidin-1-vl, morpholin-4-vl. piperazin-1-vl, 
homopiperidin-1-vl. homopiperazin-1-vl or tetrahvdroisoquinolin-1-vl, each being 
optionally substituted on a ring carbon atom by C r Cg alkyl, C a-C q cvcloalkvl phenyl. 
q-C fi alkoxv-( Ci-C g )-alkvl, RVN-(C r Cg )-alkvl. fluoro-(C r C fi ^aikyl, -CONFER 9 , j 
COOR or C r C * alkanovl. and optionally substituted on a ring carbon atom not 
adjacent to arinq nitrogen atom by fluoro-(C r C fi)-alkoxv, halo. -OR 9 , cvano, -S(Q) m R 10 . 
-NR 9 R 9 . -SO,NR 9 R 9 , -NR 9 CQR 1U or -NR^SO.R^ and said pioerazin-1-vl anci ^ 
homopiperazin-1-vl being optionally substituted on the ring nitrogen atom not attached 
to the C r C R alkvlene grou p by Ci-C fi alkvl. phenyl. C i-C fi alkoxv-(C r Cg)-alkvl. R 9 R 9 N- 
(C?-C R )-alkvl, fluoro-(Ci-C ft )-alkvl. C^-C. alkanovl. -COOR 10 . C a -C A cvcloalkvl. -SO,R 10 , - 
SO,NR 9 R 9 or -CON^RTor 
(ii)NR 11 R 12 ; 

R is H. C i-C g alkvl. C r C« cvcloalkvl or phenyl: 
R™ is C i-C fialkvl. C ^c Tcvcloalkvl or phenyl: 
R" is h7c7 -C r alkvircT -CA cvcloalkvl or benzyl: 

R is H C^d alkyl, C a -C» cvcloalkvl. phenyl, benzyl. fluoro-(C i-C fi )-alkvl. -CONR 9 R 9 . - 
COOR 10 . C^ C. alkanovlor -SO,NR 9 R 9 : 

R is (a) phenyl, pvridin-2-vl. pyridin-3-vl or pvridin-4-vl. each being optionally 
substituted bv Ci-C R alkvl. C r C fi alkoxv. -(C r C, alkvlene)-(C i-C R alkoxv), halo, cvano. - 
(Ci-Ci alkvlene)-CN. -CO,H. -fd -C, alkvlene)-CO,H -CQ 2 (C r C R alkvl), -(Ci-C, 
alkvlene)-C0 2 (C i- C R alkvl). -(C i- C, alkylene)-NR 14 R 14 . -CONR"^ 14 or -(C r C, 
alkvlene)-CONR 1f4 R 14 . or (b) azetidin-2-vl, azetidin-3-vl, pyrrolidin-2-vl. pyrroiidin-3-vl. 
piperidin-2-vl, piperidin-3-vl, piperidin-4-vl. homopiperidin-2-yl, homopiperidin-3-vl or 
homopiperidin-4-vl. each being optionally substituted bv d -d alkvl. C r C « cvcloalkvl. 
phenyl, benzyl or het: " 
R is H or Ci-C fi alkvl optionally substituted bv cvclopropyl: 
m is 0. 1 or 2: 

Y is CO. CS. SO, or C=IM(CN): and 

"hef. used in the definition of R 4 and R 13 . is a C-linked. 4- to 6-membered ring. 
heterocvcle having either from 1 to 4 ring nitrogen heteroatoms or 1 or 2 nitrogen ring 
heteroatoms and 1 oxygen or 1 sulphur ring heteroatom. optionally substituted bv C r 
C R alkyl, C:rC ft cvcloalkvl. d-C R alkoxv. d-C* cvcloalkoxv. hydroxy, oxo or halo or with 
a pharmac e ut i cal^ acceptab l o salt, so l vato or compos i t i on thoroof, as cla i m e d in any 
on e of claims 1 to 44 and 45 r es poct i v o ly . 

59. (Canceled) 

60. (Canceled) 

61. (Original) A method of treatment of a mammal, including a human being, 
to treat septic shock, male erectile dysfunction, male factor infertility, female factor 
infertility, hypertension, stroke, epilepsy, cerebral ischaemia, peripheral vascular 
disease, post-ischaemic reperfusion injury, diabetes, rheumatoid arthritis, multiple 
sclerosis, psoriasis, dermatitis, allergic dermatitis, eczema, ulcerative colitis, Crohns 
disease, inflammatory bowel disease, Heliobacter pylori gastritis, non-Heliobacter 
pylori gastritis, non-steroidal anti-inflammatory drug-induced damage to the gastro- 
intestinal tract or a psychotic disorder, or for wound healing, including treating said 
mammal with an effective amount of a compound of the formula (I) 



-4- 




or a pharmaceutical^ acceptable salt or solvate thereof, wherein 
R is H. C r C fi alkvl or fluorenvl, said C i-C fi alkvl being optionally substituted by 1 or 2 
substituents each independently selected from phenyl and naphthvl, said phenyl and 
naphthvl being optionally substituted bv C r C R alkvl, C i-C R alkoxv. halo or cvano: 

(A) R' is H or Ci-C fi alkyl, R 15 is H or alkvl, and X is either (i) unbranched C r C 2 
alkvlene optionally substituted bv C r C g alkvl or C r Ca cvcloalkvl. or (ii) a group of the 
formula: 

-(CH ? ) n -W-(CH,y- 

where W is C *-C 7 cvcloalkvlene optionally substituted bv C i-Cs alkvl, n is 0 or 1 and p 
is 0 or 1. or 

(B) R is H or C i-C R alkvl, and R 2 and X, taken together with the nitrogen atom to 
which thev are attached, represent azetidin-3-vl, pyrrolidin-3-yl, piperidin-3-vl, piperidin- 
4-vl, homopjperidin-3-vl or homopiperidin-4-vl. each being optionally substituted bv C r 
C R alkvl. or ^ 

(C) R is H or Ci- C fi alkvl. and R 15 and X. taken together with the nitrogen atom to 
which thev are attached, represent azetidin-3-vl. pyrrolidin-3-vl, piperidin-3-vl, piperidin- 
4-yl, homopiperidin-3-vl or homopiperidin-4-vl. each being optionally substituted bv C r 
C fi alkvl; 

either, R 3 and R 4 . taken together with the nitrogen atom to which thev are attached. 
represent a zetidinvl. pyrrolidine, pjperidinvl, piperazinvl. homopiperidinvl or 
homopiperazinvl. each being optionally substituted on a ring nitrogen or carbon atom 
by Ci-C fi alkvl or C ^-C g cvcloalkvl and optionally substituted on a ring carbon atom not 
adjacent to a ring nitrogen atom bv -NR 6 R 7 . ~ 
or, R 3 is H. Ci-C fi alkvl. C,-C« cvcloalkvl orbenzvl and R 4 is 

(a) azetidin-3-vl. pvrroli din-3-vl. piperidin-3-vl. pjperidin-4-vl. homopjperidin-3-vl or 
homopjperi din-4-vl. each being optionally substituted bv a -C R alkvl. C r C« cvcloalkvl. 
phenyl, benzyl or het. or 

(b) -(C r C R alkvlene)-R 8 

(c) -(C r C g alkvlene)-R li . or 

(d) Ci -C fi alkvl or C r Cp L cvcloalkvl: 
R^ChkOH or CONFER 14 : 

R and R a re either each independently H or C i- C fi alkvl or. taken together with the 
nitrogen atom to which thev are attached, represent azetidinvl, pyrrolidine or 
piperidinvl, said azetidinvl, pyrrolidinyl and pjperidinvl being optionally substituted bv 
Ci-C R alkvl: 

R 8 is (i) azetidin-1-vl. pv rrolidin-1-vl. piperidin-1-vl, morpholin-4-vl. pjperazin-1-vl. 
homopiperi din-1-vl. homopiperazin-1-vl ortetrahvdroisoouinolin-1-vl, each being 
optionally s ubstituted on a ring carbon atom bv C r C ft alkvl. C^C« cvcloalkvl. phenyl. 
C^s^jkoxy^d-C^-alkvl, R & R a N-(C r C ft )-alkXfluo^ - 
CQOR or C ? -C fi alkanovl, and optionally substituted on a ring carbon atom not 
adjacent to a ring nitroge n atom bv fluo ro-(C,-C fi Val koxv. halo. -OR*, cvano. -SfOUR 10 , 
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-NR 9 R 9 , -SO,NR 9 R 9 , -NR 9 COR 10 or -NR 9 SO,R 10 . and said piperazin-1-vl and 
homopiperazin-1-yl being optionally substituted on the ring nitrogen atom not attached 
to the Cg-Cg alkvlene group by C r Cg alkvl, phenyl, C r C Q alkoxv-(C r Cg)-alkvl, R 9 R 9 N-~ 
(C r Cg Valkvl. fluoro-(Ci-C fi )-alkvl, C?-Cg alkanovl. -COOR 10 , C r C « cvcloalkvl. -SQ?R 1U , - 
SO,NR 9 R 9 or -CONR 9 ^^ 
(ii) NR n R 1z ; 

Rjs H. C pC g alkvl, C r C 9 cvcloalkvl or phenyl; 
R™ is C r c 7alkvl. Cr rC Tcvcloalkvl or phenyl; 
R" is hTcT -Cr alkvircT -Cg cvcloalkvl or benzyl; 

R 12 is H, Ci -C g alkvl, C r C» cvcloalkvl, phenyl, benzyl, fluoro-(C i-C g)-alkvl, -CONR 9 R 9 , - 
COOR 10 , C r C s alkanovl or -SOgNRV; ' 

R is (a) phenyl, pyridin-2-vl, pyridin-3-vl or pyridin-4-vl. each being optionally 
substituted by C r C g alkvl, C r C g alkoxv. -(C^ C* alkvleneHO pC g alkoxv). halo, cvano, - 
(d-Ci alkvleneVCN, -CO,H, -(Ci-C. alkvlene)-CO,H -CQ 2 (C i-Cr alkvl), -(C r Cg 
alkvlene)-CO g(Ci-CR alkvl), -(C i-C Talkvlene)>NR 14 R l4 , -CONR^R 14 or -(d-cT " 
alkvleneVCQjviR 14 ^ 4 , or (b) azetidin-2 -vl. azetidin-3-vl. pyrrolidin-2-vl, pyrroiidin-3-vl, 
piperidin-2-yl, piperidin-3-yl, piperidin-4-yl, homopiperidin-2-yl, homopiperidin-3-yl or 
homopiperidin-4-yl, each being optionally substituted by C r C g alkvl, C r C» cvcloalkvl, 
phenyl, benzyl or het; 

R is H or C r C g alkvl optionally substituted by cvclopropyl; 
m is 0, 1 or 2; 

Y is CO, CS. SO. or C=N(CN): and 

"het", used in the definition of R 4 and R 13 . is a C-linked, 4- to 6-membered ring, 
heterocvcle having either from 1 to 4 ring nitrogen heteroatoms or 1 or 2 nitrogen ring 
heteroatoms and 1 oxygen or 1 sulphur ring heteroatom, optionally substituted by C r 
Cg alkvl. C^ -Cr cvcloalkvl, C i-C g alkoxv, Cg -C g cvcloalkoxv. hydroxy, oxo or halo Qfwith 
a pharmac e ut i ca l ^ acc e ptab le sa l t, so l vat e or compos i t i on th e r e of, as c l aim e d i n any 
on e of c l a i ms 1 to A A and 45 r e sp e ctiv el y . 
62. - 77. (Canceled) 
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An early and favorable action is respectfully requested. 



Dated 



Pfizer Inc. 
Patent Department 
Eastern Point Road 
Groton, CT 06340 
(860) 441-5910 



Respectfully submitted, 



/Robert T. Roriau./ 
Attorney for Applicants 
Reg. No. 36,257 
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